Transcriptional profiling reveals progeroid Ercc1-/Δ mice as a model system for glomerular aging by Schumacher, B. (Björn) et al.
Schermer et al. BMC Genomics 2013, 14:559
http://www.biomedcentral.com/1471-2164/14/559RESEARCH ARTICLE Open AccessTranscriptional profiling reveals progeroid Ercc1-/Δ
mice as a model system for glomerular aging
Bernhard Schermer1,2,3†, Valerie Bartels1†, Peter Frommolt2,3,4, Bianca Habermann3,5, Fabian Braun1,
Joachim L Schultze6, Marianne Roodbergen7, Jan HJ Hoeijmakers8, Björn Schumacher2, Peter Nürnberg2,3,4,
Martijn ET Dollé7, Thomas Benzing1,2,3, Roman-Ulrich Müller1,2,3 and Christine E Kurschat1,2,3*Abstract
Background: Aging-related kidney diseases are a major health concern. Currently, models to study renal aging are
lacking. Due to a reduced life-span progeroid models hold the promise to facilitate aging studies and allow
examination of tissue-specific changes. Defects in genome maintenance in the Ercc1-/Δ progeroid mouse model
result in premature aging and typical age-related pathologies. Here, we compared the glomerular transcriptome of
young and aged Ercc1-deficient mice to young and aged WT mice in order to establish a novel model for research
of aging-related kidney disease.
Results: In a principal component analysis, age and genotype emerged as first and second principal components.
Hierarchical clustering of all 521 genes differentially regulated between young and old WT and young and old
Ercc1-/Δ mice showed cluster formation between young WT and Ercc1-/Δ as well as old WT and Ercc1-/Δ samples. An
unexpectedly high number of 77 genes were differentially regulated in both WT and Ercc1-/Δ mice (p < 0.0001). GO
term enrichment analysis revealed these genes to be involved in immune and inflammatory response, cell death,
and chemotaxis. In a network analysis, these genes were part of insulin signaling, chemokine and cytokine signaling
and extracellular matrix pathways.
Conclusion: Beyond insulin signaling, we find chemokine and cytokine signaling as well as modifiers of
extracellular matrix composition to be subject to major changes in the aging glomerulus. At the level of the
transcriptome, the pattern of gene activities is similar in the progeroid Ercc1-/Δ mouse model constituting a valuable
tool for future studies of aging-associated glomerular pathologies.
Keywords: Renal aging, Glomerular aging, Gene expression profiling, Microarray analysis, DNA damage, Nucleotide
excision repairBackground
A dramatic increase in the elderly population is a predo-
minant demographic change in industrialized countries;
therefore aging-related diseases such as chronic kidney
disease (CKD) are becoming an increasingly important
medical issue for modern societies [1,2]. By 2030, 20% of
the US population will be 65 years and older. In the
European Union, the percentage of adults over 60 years* Correspondence: christine.kurschat@uk-koeln.de
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reproduction in any medium, provided the orof age will increase to 33% of the population by 2050
[2]. Due to aging-induced structural and functional
tissue alterations as well as underlying diseases such as
diabetes and arterial hypertension, the incidence of
CKD will dramatically increase in the future [2,3]. CKD
mleads to end-stage renal disease and is associated with
an elevated overall as well as cardiovascular mortality,
therefore constituting a considerable health and eco-
nomic burden [4]. Understanding the mechanisms that
contribute to the aging-associated decline in renal func-
tion will help to develop novel therapeutic and, more
importantly, preventive strategies.
Kidneys of older patients exhibit morphological
changes such as glomerulosclerosis, tubular atrophy, andral Ltd. This is an Open Access article distributed under the terms of the Creative
ommons.org/licenses/by/2.0), which permits unrestricted use, distribution, and
iginal work is properly cited.
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genes is increased in aged human kidneys [5], and
senescent cells are known to exhibit a proinflammatory
phenotype [6-8]. Altered levels of TGF-ß, EGF, IGF-1,
and VEGF have been described in aging kidneys [9].
Tubulointerstitial inflammation, fibrosis, loss of kidney
weight, and cortical thinning with a decrease of func-
tional nephrons are well-known consequences of aging
[2,7]. Starting at the age of 35 to 40 years, glomerular
filtration rate (GFR) shows a decline of at least 0.75 ml/
min/1.73 m2 per year and 6 ml/min/1.73 m2 per decade
[10]. Aging-associated alterations also affect tubular and
endocrine functions of the kidney.
DNA damage induced by oxidative stress plays a key
role in the aging-associated decline of renal function
[2]. Chronic renal failure has been liked to defects in
DNA damage repair. DNA maintenance mechanisms
such as interstrand crosslink (ICL) repair and nucleotide
excision repair (NER) are essential to protect cells from
DNA damage. Deficiencies in single NER proteins, spe-
cifically those implicated in the transcription-coupled
repair (TCR) subpathway of NER, are known to induce
severe progeroid syndromes. Many of these mutants
display accelerated aging with shortened lifespan, pro-
gressive features of cachexia, kyphosis, retinal degene-
ration, renal abnormalities and neurological impairment.
Among these disorders are Cockayne syndrome which
is caused by mutations in ERCC6 (CSB) or ERCC8
(CSA), trichothiodystrophy (TTD) caused by mutations
in ERCC2 (XPD), ERCC3 (XPB), or TTDA (GTF2H5)
and XPF-ERCC1 progeria (XFE) caused by dysfunction
of the XPF-ERCC1 heterodimer [11,12]. ERCC1 forms
an endonuclease together with XPF that mediates 5’ in-
cision of a damaged DNA strand. Furthermore, ERCC1/
XPF is involved in ICL repair and homologous recom-
bination [13,14]. Ercc1 knockout mice (Ercc1−/−) are
runted and suffer from severe progressive neurological
abnormalities, kyphosis, and hepatic as well as renal nu-
clear abnormalities. They die before weaning at the age
of 3 to 5 weeks due to hepatic insufficiency. A modified
Ercc1 knockout mouse model expressing a liver-specific
Ercc1 rescue transgene to prevent hepatic insufficiency
shows an increased lifespan of 12 weeks. Interestingly,
these animals develop proteinuria at 3 weeks of age and
progress to end stage renal failure with uremic ence-
phalopathy [15,16]. Thus, Ercc1 might play an impor-
tant role in maintaining adequate renal function.
In order to extend lifespan of these mice to 6 months
and to facilitate more extensive studies, Weeda et al.
established a hemizygous Ercc1-deficient mouse model
[17]. These mice harbor one loss-of-function allele and
one hypomorphic allele that encodes a truncated protein
lacking the last seven amino acids (Ercc1-/Δ). Ercc1-/Δ
mice exhibit tubular abnormalities, whereas glomerularfunction and morphology have not yet been investigated
[13,14]. Since reduced Ercc1 function leads to a prema-
ture aging phenotype, we hypothesized that this mouse
model might be suitable to study molecular mechanisms
of glomerular aging. The premature aging phenotype
holds the promise for facilitated specimen generation
and simplification of study design compared to labor-
and time-consuming aging studies in WT animals. Fur-
thermore, animals with conditional Ercc1 alleles are
available to allow for cell-type-specific induction of aging
in the kidney [18].
Therefore, we analyzed gene expression profiles of
young and aged wild-type (WT) glomeruli and com-
pared these profiles to young and old progeroid Ercc1-/Δ
glomeruli in order to examine the extent to which
aging-related expression changes are recapitulated in
the accelerated aging model. We now demonstrate that
glomeruli of Ercc1-deficient mice reflect important
aspects of physiological glomerular aging. Our analysis
provides the first global view of the contribution of
genome maintenance pathways to the prevention of
glomerular aging.
Results
Identification of genes differentially expressed between
young and old WT and Ercc1-/Δ mice
Ercc1-/Δ mice show pronounced premature aging with
male mice achieving a median lifespan of 19 weeks and a
maximal lifespan of 26 weeks and female mice reaching a
median lifespan of 21 weeks and a maximal lifespan of
29 weeks respectively [13]. The median and maximal life
span of their male WT siblings is 111 and 156 weeks [13].
To identify genes expressed in glomeruli that are asso-
ciated with kidney aging, genome-wide transcriptome
analyses were performed. 80% of the cohort is still alive at
14 wks for Ercc1-/Δ and at 96 wks for WT animals. We
hypothesized that 14 wk old WT animals were more
suitable to be compared to 4 wk old Ercc1-/Δ animals than
4 wk old WT animals. Since WT mice are weaned at the
age of 3 weeks, a 4 wk old mouse is still adolescent
whereas a 14 wk old mouse can be regarded as a young
adult animal. Bioinformatic analysis revealed about 500
differentially expressed genes between age groups (fold
change > 1.5, p < 0.05) in both WT and Ercc1-/Δ mice.
Gene expression changes of a set of genes that were
significantly differentially expressed in the gene array
experiments were quantitatively verified by quantitative
PCR (see Additional file 1: Figure S1). We compared the
expression pattern of glomerular tissue from young
(4 wks) and old (14 wks) Ercc1-/Δ mice to the expression
pattern of glomerular tissue from young (14 wks) and old
(96 wks) WT mice using whole-transcriptome micro-
arrays. Using Venn diagrams, we found a surprisingly
large overlap of 90 genes where only 3.2 genes would be
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address the question whether not only the genes them-
selves were identical but also the direction of regulation
was the same in the two backgrounds we employed FC-
FC plots (FC > 1.5) (Figure 1B). This analysis revealed
74 genes elevated at older age in WT and Ercc1-/Δ mice
and 14 genes decreased under both conditions. Only
two genes were regulated in opposite directions between
WT and Ercc1-/Δ glomeruli.
In order to decrease the potential flaw in our gene
expression analysis, we subtracted all genes regulated in
WT glomeruli between 4 and 14 weeks of age from the
initially created gene set of differentially expressed genes
between 14 and 96 weeks of age (Figure 1C and 1D).
These genes are hypothesized not to be regulated in an
aging-dependent manner, but as a consequence of deve-
lopment and organ maturation (this gene set will from
now on be referred to as the “maturation-adjustedA B
DC
Figure 1 Overlap of differentially expressed genes in aged WT
and aged Ercc1-/Δ mice. (A) In aged WT glomeruli (light grey), 289
genes are differentially expressed (fold change ≥ 1.5). 322 genes are
differentially expressed in aged Ercc1-/Δ glomeruli (dark grey). The
intersection of the two groups contains 90 genes whereas only 3.2
would have been expected by chance alone (p < 0.0001, Fisher's
exact test). (B) FC-FC plot of 90 genes representing the intersection
of the two groups displayed in Figure 1A. (C) 73 genes differentially
expressed in young WT mice between 4 and 14 weeks of age were
considered to reflect kidney development and maturation and were
subtracted from the dataset of both old WT and old Ercc1-/Δ
glomeruli. 257 genes remained for aged WT glomeruli (light grey),
and 268 genes for aged Ercc1-/Δ glomeruli (dark grey). 77 genes
were differentially expressed in both datasets. Only 1.19 genes
would have been expected to intersect by chance alone (p < 0.0001,
Fisher's exact test). (D) FC-FC plot of 77 genes representing the
intersection of the two groups displayed in Figure 1C.differentially expressed gene set”). After subtraction, 77
regulated genes were shared by both WT and Ercc1-/Δ
glomeruli (Figure 1C). By chance alone, only 1.19 genes
would be expected to intersect between both lists
(p < 0.0001). Among these 77 genes, 65 were upregu-
lated in both groups, and 11 genes were downregulated.
Only a single gene was upregulated in WT and down-
regulated in Ercc1-/Δ mice, shown by the FC–FC plot in
Figure 1D (FC > 1.5).
Principal component analysis and hierarchical clustering
reveal similar aging-associated changes in gene
expression of WT and Ercc1-/Δ glomeruli
We performed principal component analysis (PCA) on
the transcriptomes of WT 14 and 96 wk old glomerular
tissue and Ercc1-/Δ 4 and 14 wk old glomerular tissue
using the gene list of WT genes after subtraction of early
differentially expressed genes in order to reduce the
original high-dimensional data set into a set of PCs. In-
triguingly, the first principal component mainly reflects
mouse age (Figure 2, x-axis, eigenvalue of 65.36), while
the second principal component can be explained by the
different genotypes (Figure 2, y-axis, eigenvalue of 9.39).
The eigenvalues essentially represent the variance ex-
plained by the principal components. The eigenvalue is
almost 7 times higher for the first PC, indicating that
the predominant factor driving transcriptional changesFigure 2 Principal component analysis of young and old WT
and Ercc1-/Δ mice. This analysis takes into account all differentially
regulated genes in WT mice after removal of early regulated genes.
As the old and young samples are clearly separated along the x-axis,
the first principal component (x-axis, eigenvalue 65.36) can be
assumed to represent mouse age, indicating that a major part of the
total variance in gene expression of the selected gene set can be
explained by aging. On the y-axis, the major contributing factor to
the second principle component can be assumed to be the
genotypes (y-axis, eigenvalue 9.39).
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genotype. Our results confirm the similarity of trans-
criptional profiles of aged WT and aged Ercc1-/Δ
datasets versus young WT and young Ercc1-/Δ datasets
by showing a similar age-dependent shift on the level of
the first principal component. A PCA using WT as well
as Ercc1-/Δ gene lists with similar results is shown in
Additional file 2: Figure S2.
Presumably, the 257 differentially expressed genes of
the maturation-adjusted gene set in WT mice (Figure 1C,
180 + 77) reflect physiological aging-associated transcrip-
tional changes in our analysis. Unsupervised hierarchical
clustering of this gene set using euclidean distance and
complete linkage to analyze the similarity of expression
profiles between aged WT and Ercc1-/Δ glomeruli showed
cluster formation of the young WT samples with young
Ercc1-/Δ glomerular samples. Old Ercc1-/Δ glomerular
samples show intermediate clustering (Figure 3A). Hier-
archical clustering of the combined maturation-adjusted
gene set of WT glomeruli and the differentially ex-
pressed gene list in Ercc1-/Δ mice showed clearly, that
old WT samples cluster with old Ercc1-/Δ samples, and
young WT samples cluster with young Ercc1-/Δ samples
(Figure 3B).
We repeated hierarchical cluster analysis of all regu-
lated genes in old WT mice without maturation
adjustment revealing the same association of samples
(see Additional file 3: Figure S3A). Again, old samples
clustered together, and young samples clustered to-
gether when using the whole list of all 521 differen-
tially regulated genes in old WT mice as well as old
Ercc1-/Δ mice (Figure 1A) without maturation adjust-
ment (see Additional file 4: Figure S3B).
These findings clearly show that 14 week old Ercc1-/Δ
glomeruli, on the transcriptional landscape, do not
resemble glomeruli of WT mice of the same age, but
rather those of aged 96 week old WT mice, pointing out
that premature aging in Ercc1-/Δ glomeruli shows
features of physiological glomerular aging.
The progeria mouse model Ercc1-/Δ and WT aged mice
share common molecular pathways
To better understand whether common pathophysio-
logic mechanisms would explain these transcriptional
changes in aged mice, we performed gene ontology
(GO) analyses and visualized the data with Cytoscape
[19] (Figure 4, Additional file 4: Figure S3A,B). Cor-
responding gene names are given in Additional file 5:
Table S1 (WT) and Additional file 6: Table S2 (Ercc1-/Δ).
Our results reveal significant functional similarities
between aged WT and aged Ercc1-/Δ glomeruli. Immune
response genes, defense response genes, inflammatory
response genes, response to wounding genes, genes
regulating cell death, cell killing, cytolysis and apoptosis,chemotaxis, protein maturation and cation homeostasis
were equally regulated in both aged glomerular tissues.
GO analysis of only the 77 overlapping genes between
WT and Ercc1-/Δ is shown in Figure 4. Gene names are
given in Additional file 7: Table S3. Most strikingly,
immune response genes were regulated in both old WT
and old Ercc1-/Δ glomeruli. Some of these genes are
already known to be associated with aging. Toll-like re-
ceptor 1 (TLR1) was found to exhibit increased expres-
sion in aged mouse brain [20], and chemokine receptor
5 (CCR5) has been associated with atherosclerosis and
Alzheimer’s disease [21]. Protein tyrosine phosphatase
receptor type C (PTPRC) shows increased expression
levels in older healthy subjects [22]. CD74 expression
is regulated in aged rats [23], and its expression is
also increased in Pima Indians with diabetic nephro-
pathy. In this model, CD74 expression was localized
to podocytes [24].
The most striking difference between aged WT and
aged Ercc1-/Δ glomeruli was the prominent regulation of
genes related to cell cycle, mitosis, organelle fission, and
cell division (Additional file 4: Figure S3A,B). This fin-
ding is expected since Ercc1 plays a major role in
genome maintenance processes such as nucleotide
excision repair and DNA crosslink repair. Therefore,
genes involved in cell cycle regulation and cell division
are expected to be regulated in this model. Gene names
of differentially expressed genes in WT, Ercc1-/Δ and
overlap genes are given in Additional file 5: Tables S1,
Additional file 6: Table S2 and Additional file 7: Table S3.
A list of genes encoding slit diaphragm proteins is given
in Additional file 8: Table S4.
Similarities and differences in gene regulation of aged WT
and Ercc1-/Δ glomeruli by network analysis
To confirm similarities in gene regulation between aged
WT and aged Ercc1-/Δ glomeruli we performed network
analyses. Mapping the list of differentially regulated
genes on the human interactome with the NetBox soft-
ware revealed additional networks similarly regulated in
aged WT and aged Ercc1-/Δ glomeruli (Figure 5A,B).
Both figures display similarities regarding insulin sig-
naling, chemokine/cytokine signaling, and extracellular
matrix and complement signaling. A network analysis of
only the 77 regulated overlapping genes in WT and
Ercc1-/Δ glomeruli also nicely shows the particular
networks regulated in both aged glomerular datasets
(Figure 5C).
As anticipated, the most striking difference between
WT and Ercc1-/Δ glomeruli was the differential regula-
tion of genes responsible for cell cycle and cell division.
Our DNA repair gene model revealed immune effector
pathways as the main overarching principle of the aging
phenotype.
Wild type, 14w
Wild type, 96w
Ercc1, 4w
Ercc1, 14w
A B
Figure 3 (See legend on next page.)
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Figure 3 Gene expression similarities of differentially regulated genes in WT and Ercc1-/Δ glomeruli. (A) Hierarchical clustering of 257
genes differentially expressed in WT mice of 96 wks compared to WT 14 wks only. Glomerular genes differentially expressed in early mouse life
between 4 and 14 weeks of age were considered to play a role in glomerular maturation and not in aging processes and thus were excluded
from the dataset. This subset of genes mapped to aged WT mice (black), aged Ercc1-/Δ mice (dark green), 14 wks old WT mice (grey) and young
Ercc1-/Δ mice (light green) is shown. Young WT samples share a subcluster with young Ercc1-/Δ samples, aged WT as well as Ercc1-/Δ samples show
a distinct cluster. Upregulated genes are shown in orange, downregulated genes are displayed in yellow. (B) Hierarchical clustering of all 448
genes differentially regulated in WT mice of 96 wks compared to WT 14 wks as well as in Ercc1-/Δ mice of 14 wks compared to 4 wks. Prior to
hierarchical clustering, glomerular genes differentially regulated in early mouse life between 4 and 14 weeks of age were subtracted from the
dataset. Old wild-type mice (black) and old Ercc1-/Δ mice (dark green) shared a distinct subcluster. Furthermore, young wild-type mice (grey) and
young Ercc1-/Δ mice (light green) share another distinct subcluster, reflecting the similarity of the sets of differentially regulated genes between
WT and Ercc1-/Δ glomeruli in young as well as in old tissue. Upregulated genes are shown in orange, downregulated genes are displayed
in yellow.
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We studied gene expression patterns of young and old
WT mice glomeruli and compared these patterns to a
mouse model of DNA damage and premature aging. Be-
yond pathways that are expected to play a role in glo-
merular aging such as apoptosis, proteolysis, and insulin
signaling, we found gene regulatory networks involved
in immune response, defense response, and inflam-
matory response mechanisms to be regulated in the
aging glomerulus of both WT and Ercc1-/Δ mice. These
data clearly demonstrate that the progeroid Ercc1-/Δ
mouse model provides a helpful tool for future studies
on aging-associated glomerular changes. However, ad-
dressing the detailed mechanism underlying glomerular
aging in this strain will require additional studies that
characterize the cell-specific expression of the genes
identified within the glomerulus on the one hand. OnFigure 4 Gene Ontology (GO) enrichments of WT and Ercc1-/Δ mice. G
glomeruli demonstrate similarities between both datasets. The lower the p
reflect the frequency of a respective GO term in the GO database. The line
conditions, we find an enrichment of terms associated with immune respo
apoptotic processes. As expected, Ercc1-/Δ samples additionally show a sign
interactive graph was chosen from the REVIGO server.the other hand – since we focused on transcriptional
changes – an analysis of glomerular protein expression
using proteomics holds the great potential to add to a
better understanding of the consequences of the trans-
criptional changes on both protein levels and posttrans-
lational modifications. On a functional level detailed
histological examination of the mutant glomeruli will
help to assess the role of immune cell invasion, cell
death and alterations in the glomerular ultrastructure in
the phenotype observed.
In our analysis, overlapping genes were part of insulin
signaling, chemokine and cytokine signaling as well as
extracellular matrix pathways. Moreover, our results
xindicate that Ercc1-/Δ mice – based on the transcrip-
tional profiles – can be employed as a model of glo-
merular aging. Large-scale aging studies are significantly
impaired by the difficulty in obtaining sufficient materialO analysis of the 77 overlapping regulated genes in WT and Ercc1-/Δ
-value of term enrichment the darker the bubble color. Bubble sizes
s represent hierarchical connections between GO terms. In both
nse, defense response, proteolysis, endocytosis, and regulation of
ificant enrichment of terms associated with cell cycle/mitosis. The
AB
C
Figure 5 (See legend on next page.)
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Figure 5 Minimal state networks of WT and Ercc1-/Δ mice. The graphs show the minimally connected interaction networks of wild type (A)
and Ercc1-/Δ (B) mice. Pink circles indicate all genes that were differentially expressed. Grey circles indicate linker genes. Both networks contain
functional modules associated with chemokine receptor signaling, insulin signaling, anti-apoptotic signaling as well as extracellular matrix and
complement signaling. A major component of the Ercc1-/Δ network, as expected, consists of genes that are part of cell cycle regulation/mitosis.
(C) Network analysis of only 77 overlapping regulated genes between WT and Ercc1-/Δ further illustrates similarities between WT and Ercc1-/Δ
networks possibly reflecting aging processes.
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aged mutant strains holds the promise to dramatically
facilitate these studies. Nonetheless, it is crucial to
determine whether these models are appropriate for
examining the physiology of aging in a certain tissue.
Furthermore, aging goes along with highly complex
systemic changes. As for kidney deterioration, the car-
diovascular system has tremendous impact on renal
function and physiology. Using aged mouse cohorts or
patient samples allows for studying the physiological
processes of aging but as to tissue-specific and cell-
intrinsic mechanisms, the data will always be impacted
by the systemic confounders.
The aging process of an individual is characterized by
the accumulation of progressive DNA lesions. Ercc1 is
essential for genome stability, protecting cells against
the consequences of a variety of endogenous and
exogenous DNA damage through DNA repair. Ercc1-
deficient mice exhibit a phenotype of premature aging
[15,17,25]. In Ercc1 knockout animals rescued for their
severe lifespan-limiting, aging-related liver pathology,
proteinuria and progressive chronic kidney disease are
suggestive of a role of Ercc1 in glomerular cell biology
[15]. ERCC1 is involved in human disease. A child with
mutations in XPF/ERCC1 displayed a unique com-
bination of progeroid symptoms and died from kidney
failure at the age of 16 years [26]. A second child, com-
pound heterozygous for two ERCC1 mutations, showed
mild renal hypoplasia [27]. Due to the severe phenotype
of Ercc1 knockout mice, we decided to employ mice
expressing the hypomorphic Ercc1 allele (Ercc1-/Δ) as a
putative model for glomerular aging biology [13,28].
When analyzing differentially expressed genes during
the aging process in both WT and Ercc1 mice the majo-
rity of regulated genes only exhibited a small change in
expression levels as already described before [5,29-31].
The process of aging is probably not induced by the
dysregulation of a small number of cellular pathways
but rather a complex interplay between subtle changes
in a variety of different cellular functions leading to
senescence and cellular malfunction with age [32].
Studying only one pathway to elucidate aging-associated
processes may thus be insufficient since one pathway
might only contribute marginally to the whole picture
of aging. Additionally, gene expression changes in aged
tissues might also reflect adaptive responses.Exploring associated GO term annotations, we iden-
tified striking similarities but also some differences
between WT and Ercc1-/Δ. We were able to detect path-
ways that are expected to play a role in glomerular
aging, such as regulation of apoptosis and proteolysis
which has been previously described [33,34]. We also
found that many differentially expressed genes are
involved in immune response, defense response, and
inflammatory response mechanisms. These pathways are
also expected to play a role in aging processes, as already
described by de Magalhães et al.[35] . Brink et al. com-
pared aging processes of mouse brain, heart and kidney
tissue and identified differentially expressed genes being
part of immune and inflammatory response pathways,
apoptosis and protein metabolism, such as CaspI, Irak3,
Cd48, Dock2, and Icam1 [36]. In our study, Casp I and
Cd48 were also differentially expressed in our aged
glomerular samples. Analyzing human renal tissue,
Rodwell et al. revealed that genes differentially displayed
with age were expressed in B cells, T cells and neutro-
phils [5]. It can be speculated that immune response
pathways influence the aging process in WT as well as
in Ercc1-/Δ7 glomerular tissue. Whether these genes are
expressed by cells having invaded the glomerulus or by
resident glomerular cells such as mesangial cells, endo-
thelial cells or podocytes has not been determined yet.
In a transcriptional analysis of human whole kidney
samples at three different age groups by Melk et al.,
genes involved in extracellular matrix turnover, energy
metabolism and mitochondrial function were differen-
tially expressed in old kidneys [30]. These genes were
not significantly regulated in our aged glomerular sam-
ples possibly reflecting the differences between whole
kidney tissue and glomerular tissue, or expressing species
differences. In our study, we identified additional genes
involved in matrix turnover. OSF-2/periostin was signifi-
cantly downregulated in old glomerular tissue samples.
Periostin is known to play a role in glomerulosclerosis and
renal interstitial fibrosis [37], both entities are associated
with aging. Interestingly, these authors also identified
genes involved in non-specific inflammatory responses to
play a role during the aging process. Chronic organ injury
is known to induce a focal increase in B cell content. This
infiltration might occur due to increased fibrosis and
atrophy and/or altered cytokine expression profiles of
aged resident renal cells. Since this finding has been
Schermer et al. BMC Genomics 2013, 14:559 Page 9 of 12
http://www.biomedcentral.com/1471-2164/14/559observed in several studies [38], elucidating the mecha-
nism of immune cell infiltration with aging is important
for future studies on tissue aging processes.
As expected, differences between WT and Ercc1-/Δ
mice could also be demonstrated in this analysis due to
the underlying genetic defect in Ercc1-/Δ mice. Mainly
genes involved in cell cycle and cell division were diffe-
rentially expressed in Ercc1-/Δ mice, but not in WT mice.
Nevertheless, our data demonstrate a significant overlap
of aging-associated genes in the two different mouse
models. In our analysis, gene expression was not domi-
nated by genotype-specific changes that might override
subtle age-related changes in gene expression. In old
Ercc1-/Δ mice, changes owing to the aging process were
more prominent than those brought forth by the under-
lying genotype. This is not always found in other studies.
As an example, Amador-Noguez at el. analyzed gene
expression profiles from young versus old liver samples
of long-lived Ames dwarf and Little mice. In their study,
they observed that gene expression changes due to the
underlying genotype were more dramatic than changes
due to age itself [31].
The identification of the Ercc1-/Δ background as a
genetic tool for the induction of glomerular aging holds a
great potential for future studies of glomerular aging.
First, use of this model – due to the premature aging
phenotype at 14 weeks of age - highly facilitates this
research which is often impaired by difficulties in
maintaining large cohorts of aged mice. Second, it is
now within reach to induce aging in a cell-specific man-
ner by using conditional alleles of Ercc1 [18]. Thus it
will be possible to dissect glomerulus-intrinsic aging
from systemic effects due to cardiovascular changes and
aging of the renal microvasculature on the one hand.
On the other hand cell-specific aging within the glo-
merulus can now be addressed to examine the hypo-
thesis that assumedly post-mitotic cells as the podocytes
are major contributors to aging-related pathologies.
Aging is a complex process. A better understanding
of the molecular biology involved in aging-related
pathologies is the pre-requisite for developing novel
ways of tackling aging-related disease. We already
know that interventions such as dietary restriction or
certain drugs such as rapamycin can increase lifespan
and organismal stress resistance. Nevertheless – in
order to take advantage of these phenomena in the
clinical setting – the underlying molecular mechanisms
will need to be elucidated.
Conclusions
Our results identify insulin signaling, apoptosis, pro-
teolysis and pathways involved in immune response,
defense response and inflammatory response mecha-
nisms to be involved in glomerular aging. Their overlapprovides evidence that molecular aging processes in
Ercc1-deficient mouse glomeruli are comparable to those
in WT glomeruli. In the future, Ercc1-/Δ mice can be
used as a model system to study aging of the glomerular
filtration system.
Methods
Mice
Ercc1+/Δ FVB mice and Ercc1+/−, pUR288(LacZ)+/+
C57BL/6 mice were used as breeding pairs to generate
wild-type Ercc1+/+, pUR288+/− control and Ercc1-/Δ7,
pUR288+/− repair deficient mice in a genetically uniform
hybrid C57BL/6-FVB background [13]. Genotyping of
these mice was performed as previously reported [13].
All experiments were conducted according to federal
and institutional guidelines and have been approved by
the Committee on Animal Experimentation (IACUC) of
the Antonie van Leeuwenhoek terrain (DEC-Alt) in
Bilthoven, NIH/NIA 1PO1 AG 17242.
Housing was done under specific pathogen-free (SPF)
conditions. Three-monthly monitoring according to
FELASA suggestions was performed, including six addi-
tional viruses [13,39]. Adult mice were housed in groups
of less than five animals separated by genotype and gen-
der. Mice received CRM pelleted breeder and mainten-
ance diet that was 25 kGy irradiated (Special Diet
Services, Witham, UK), and water ad libitum. For our
studies, only male mice were used. 4 WT mice at 4 weeks
of age, 4 WT mice at 14 weeks of age, and 6 WT mice at
96 weeks of age were available for isolation of glomeruli.
In the Ercc1-/Δ group, 4 mice were sacrificed after 4 weeks,
another 4 mice after 14 weeks. 96 weeks for WT and
14 weeks for Ercc1-/Δ represent the age at which 80% of
the cohort was still alive.
Isolation of glomeruli
The abdominal aorta and both kidneys were dissected.
Left kidneys were perfused via the renal artery with
2 × 108 Dynabeads (Dynabeads M-450 Tosylactivated,
Life Technologies, Invitrogen, Darmstadt, Germany),
diluted in 10 ml of Hank’s buffered salt solution (HBSS,
Sigma-Aldrich Chemie GmbH, Taufkirchen, Germany),
then minced in pieces and digested in 1 ml HBSS
containing 1 mg collagenase (Sigma Aldrich Chemie
GmbH, Taufkirchen, Germany) and 100 U DNase
(Roche Diagnostics Deutschland GmbH, Mannheim,
Germany) for 30 min in a thermoshaker (Eppendorf
AG, Hamburg, Germany) at 37°C. Further processing
to isolate glomeruli using a magnetic particle concen-
trator (MPC, Invitrogen Dynal AS, Oslo, Norway) was
conducted as previously described [40]. Washed glo-
meruli were resuspended in 750 μl Qiazol (Qiagen,
Hilden, Germany), frozen on dry ice and stored at −80°C
until further processing.
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Total RNA was extracted and purified using commercial
homogenization (Bio 101 FastPrep FP120-120 V, Savant,
Midland, MI, USA) and the RNeasy kit (Qiagen, Hilden,
Germany).
Microarray hybridization
RNA was reverse transcribed with the Applause WT-
Amp ST RNA Amplification System (NuGen Technolo-
gies, Inc., San Carlos, CA, USA) in accordance to the
manufacturer’s protocol. Resultant cDNA probes were
labeled with the Encore Biotin Module (NuGen Tech-
nologies, Inc.) and hybridized to the Affymetrix
GeneChip Mouse Gene 1.0 ST Array according to the
manufacturer’s instructions. Finally, chips were scanned
with a GeneChip 3,000 6G scanner.
Quantitative RT-PCR
Regulation of high-scoring genes from our microarray
analyses was re-assessed through quantitative real-time
PCR using SYBR green on an ABI 7900 HT thermocycler
(Applied Biosystems, Life Technologies Cooperation,
Carlsbad, CA, USA). Expression levels were normalized to
housekeeping genes B2M and PGK, and calculated with
the comparative threshold cycle (Ct) method as described
previously [41]. Primer sequences are available upon
request. Data is given as Additional file 1: Figure S1A for
WT and Additional file 1: Figure S1B for Ercc1-/Δ
glomeruli.
Affymetrix microarray data analyses
Raw data (CEL files) were processed using the robust
multi-array average (RMA) algorithm and quantile nor-
malization with the Affymetrix Power Tools, version
1.12.0, and platform-specific library files [42]. Differen-
tial gene expression was analyzed using descriptive
statistics (fold change) and Tukey's method for pairwise
comparisons between any 2 of the 3 groups (wild type)
or Student's t-test (Ercc1-/Δ mice). Genes were priori-
tized by statistical evidence. In order to create candidate
lists for differential gene expression between two condi-
tions, we used all genes regulated at least 1.5-fold where
differential expression was significant at level 0.05. Type
I error inflation was ignored because the p-values were
used to prioritize the list rather than being interpreted
in a confirmatory sense. For multiple hypothesis testing
for the genes further discussed we used the Bonferroni
method. Genes differentially regulated in early WT
mouse life (between 4 and 14 wks of age) were consi-
dered to reflect glomerular development and maturation
rather than aging. Therefore, these 73 early regulated
genes were subtracted from old WT and old Ercc1-/Δ
gene lists. These modified lists were used to performPCA, GO mapping and network analyses (Figures 2, 4, 5,
respectively).
For statistical analysis, in particular for principal com-
ponent analysis (PCA) and hierarchical clustering, we
used the related functions of the R system for statistical
computing, version 2.9.2. The genes overlapping bet-
ween the lists for Ercc1 and wild type were displayed in
two-by-two tables (not shown) and the number of genes
present in both lists was assessed using Fisher's exact
test. The number of overlapping genes as expected by
chance alone was calculated from the marginal totals as
usual in a two-by-two table analysis. All microarray data
reported in this study are described in accordance with
MIAME guidelines and have been deposited in the
National Center for Biotechnology Information Gene
Expression Omnibus (GEO, http://www.ncbi.nlm.nih.
gov/geo/) public repository. The data sets supporting
the results of this article are available in the GEO public
repository at http://www.ncbi.nlm.nih.gov/geo/query/
acc.cgi?acc=GSE43061.
Enrichment analysis and term visualization
Annotation of differentially expressed genes, as well as
enrichment analysis using standard parameters was done
using the DAVID server (http://david.abcc.ncifcrf.gov/)
[43]. Visualization of GO term enrichment was performed
using REVIGO (http://revigo.irb.hr/) with standard pa-
rameters [44]. Cytoscape was used for visualization [19].
Network analysis
Network analysis was done using NetBox [45]. Mouse
genes were mapped on the human interactome provided
with the NetBox software, which includes interaction data
from HPRD, Reactome and the Cancer NCI Pathways.
Genes that were either not present or could not be
mapped between species were pruned from the hit lists.
Visualization was performed using Cytoscape [19].
Availability of supporting data
The data sets supporting the results of this article are
available in the GEO public repository at http://www.
ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE43061.
Additional files
Additional file 1: Figure S1. Microarray validation of randomly selected
regulated genes by quantitative RT-PCR. The regulation of 10 randomly
selected genes from the microarray analysis of WT glomeruli (A) and
Ercc1-/Δ glomeruli (B) was validated by using quantitative real-time PCR.
All genes investigated were regulated in the same direction in microarray
datasets and in qRT-PCR. Expression levels of housekeeping genes B2M
and PGK were set to 1 (dotted line).
Additional file 2: Figure S2. Principal component analysis of young
and old WT and Ercc1-/Δ mice without subtraction of early differentially
expressed genes. PCA including all differentially expressed genes in WT
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http://www.biomedcentral.com/1471-2164/14/559mice without subtracting early differentially expressed genes shows that
the first principal component can be interpreted as mouse age (x-axis,
eigenvalue 71.80), indicating that a substantial part of the total variance
in gene expression of the selected gene set can be explained by aging.
Also in this analysis, mouse genotype emerges as the second principal
component (y-axis, eigenvalue 10.94).
Additional file 3: Figure S3A. Gene expression similarities of
differentially expressed genes in WT and Ercc1-/Δ.glomeruli without
subtraction of early regulated genes. (A) Hierarchical clustering of all 289
genes differentially expressed in WT mice of 96 wks compared to WT 14
wks without subtraction of early differentially regulated genes
(Figure 1A); aged WT mice (black), aged Ercc1-/Δ mice (dark green), 14
wks old WT mice (grey) and young Ercc1-/Δ mice (light green). Young WT
samples share a subcluster with young Ercc1-/Δ samples, aged WT as well
as Ercc1-/Δ samples show a distinct cluster. (B) Hierarchical clustering of all
521 genes differentially expressed in WT mice of 96 wks compared to WT
14 wks as well as in Ercc1-/Δ mice of 14 wks compared to 4 wks
(Figure 1A). As already shown in Figure 3B, aged WT glomerular samples
(black) cluster together with aged Ercc1-/Δ samples (dark green), and
young WT samples (grey) cluster together with young Ercc1-/Δ samples
(light green) indicating that age is the major factor contributing to the
similarity of the transcriptional profiles among samples in contrast to the
underlying genotype.
Additional file 4: Figure S3B. GO terms that are enriched in the lists of
differentially regulated genes found in wild type (A) and Ercc1-/Δ (B)
glomeruli are shown. The lower the p-value of term enrichment the
darker the bubble color. Bubble sizes reflect the frequency of a respective
GO term in the GO database. In both conditions, we find an enrichment
of terms associated with immune response, defense response, proteolysis,
endocytosis, and regulation of apoptotic processes.
Additional file 5: Table S1. GO enrichment analysis of genes
differentially expressed between young (14 wks) and old (96 wks) WT
glomerular samples.
Additional file 6: Table S2. GO enrichment analysis of genes
differentially expressed between young (4 wks) and old (14 wks) Ercc1-/Δ
glomerular samples.
Additional file 7: Table S3. GO enrichment analysis of overlapping
genes between Table 1 and Table 2.
Additional file 8: Table S4. List of genes encoding slit diaphragm
proteins.
Competing interests
The authors declare that they have no competing interest.
Authors’ contributions
BS participated in the design of the study, conducted the experiments, and
edited the manuscript. VB was responsible for statistical analyses,
interpretation of data, and drafting of the manuscript. PF performed
bioinformatic analyses. BH performed pathway and network analyses. JLS
and FB participated in statistical analysis, interpreted the data and revised
the manuscript. MR and METD designed the study, generated the mice, and
supervised the study. JHJH was involved in editing the manuscript and in
generation of the mouse mutant. BS revised the manuscript; PN was
responsible for hybridization of microarrays. TB supervised the study and
revised the manuscript. RUM was responsible for data interpretation and
editing of the manuscript. CEK interpreted the data, supervised the study,
and drafted the manuscript. All authors read and approved the final
manuscript.
Authors’ information
Roman-Ulrich Müller and Christine E Kurschat are senior authors.
Acknowledgements
Ruth Herzog is gratefully acknowledged for excellent performance of
qRT-PCR experiments. This work was supported by the Deutsche
Forschungsgemeinschaft [grant numbers SCHE1562 and SFB832 to
BSchermer, BE2212 and SFB832 to TB, SFB 572 to TB]; the Center for
Molecular Medicine Cologne [to TB and BSchermer], and the BMBF (SyBaCol).JHJH acknowledges financial support of the European commission FP7
Markage (FP7-Health-2008-200880), DNA Repair (LSHG-CT-2005-512113),
National Institute of Health (NIH)/National Institute of Ageing (NIA) (1PO1
AG-17242-02), NIEHS (1UO1 ES011044), the Royal Academy of Arts and
Sciences of the Netherlands and a European Research Council Advanced
Grant. BSchumacher acknowledges funding from the Deutsche
Forschungsgemeinschaft (CECAD and SFB 829), European Research Council
(ERC Starting grant 260383), Marie Curie (European Reintegration Grant
239330), German-Israeli Foundation (GIF, 2213–1935.13/2008 and 1104–
68.11/2010), Deutsche Krebshilfe (109453), and BMBF (SyBaCol). METD was
funded by the National Institute for Public Health and the Environment and
the Ministry of Health, Welfare and Sport of The Netherlands, and by a grant
from the National Institutes of Health/National Institute of Aging (3PO1
AG017242).
Author details
1Department II of Internal Medicine and Center for Molecular Medicine
Cologne, University of Cologne, Cologne, Germany. 2Cologne Excellence
Cluster on Cellular Stress Responses in Aging-Associated Diseases, University
of Cologne, Cologne, Germany. 3Systems Biology of Ageing Cologne,
SyBaCol, University of Cologne, Cologne, Germany. 4Cologne Center for
Genomics, University of Cologne, Cologne, Germany. 5Max Planck Institute
for Biology of Ageing, Cologne, Germany. 6Life and Medical Sciences
Institute, University of Bonn, Bonn, Germany. 7Laboratory for Health
Protection Research, National Institute of Public Health and the Environment,
Bilthoven, The Netherlands. 8Department of Cell Biology and Genetics,
Medical Genetics Centre, Erasmus MC, University Medical Centre Rotterdam,
Rotterdam, The Netherlands.
Received: 15 March 2013 Accepted: 9 August 2013
Published: 16 August 2013References
1. Perico N, Remuzzi G, Benigni A: Aging and the kidney. Curr Opin Nephrol
Hypertens 2011, 20:312–317.
2. Zhou XJ, Rakheja D, Yu X, Saxena R, Vaziri ND, Silva FG: The aging kidney.
Kidney Int 2008, 74:710–720.
3. Wiggins J: Podocytes and glomerular function with aging. Semin Nephrol
2009, 29:587–593.
4. Campbell KH, O’Hare AM: Kidney disease in the elderly: update on recent
literature. Curr Opin Nephrol Hypertens 2008, 17:298–303.
5. Rodwell GEJ, Sonu R, Zahn JM, Lund J, Wilhelmy J, Wang L, Xiao W,
Mindrinos M, Crane E, Segal E, Myers BD, Brooks JD, Davis RW, Higgins J,
Owen AB, Kim SK: A transcriptional profile of aging in the human kidney.
PLoS Biol 2004, 2:e427.
6. Zheng F, Cheng Q-L, Plati A-R, Ye SQ, Berho M, Banerjee A, Potier M,
Jaimes EA, Yu H, Guan Y-F, Hao C-M, Striker LJ, Striker GE: The
glomerulosclerosis of aging in females: contribution of the
proinflammatory mesangial cell phenotype to macrophage infiltration.
Am J Pathol 2004, 165:1789–1798.
7. Mei C, Zheng F: Chronic inflammation potentiates kidney aging.
Semin Nephrol 2009, 29:555–568.
8. Muller M: Cellular senescence: molecular mechanisms, in vivo
significance, and redox considerations. Antioxid Redox Signal 2009,
11:59–98.
9. Schmitt R, Cantley LG: The impact of aging on kidney repair. Am J Physiol
Renal Physiol 2008, 294:F1265–F1272.
10. Rule AD, Amer H, Cornell LD, Taler SJ, Cosio FG, Kremers WK, Textor SC,
Stegall MD: The association between age and nephrosclerosis on renal
biopsy among healthy adults. Ann Intern Med 2010, 152:561–567.
11. Burtner CR, Kennedy BK: Progeria syndromes and ageing: what is the
connection? Nat Rev Mol Cell Biol 2010, 11:567–578.
12. Kipling D, Davis T, Ostler EL, Faragher RGA: What can progeroid syndromes
tell us about human aging? Science 2004, 305:1426–1431.
13. Dollé MET, Kuiper RV, Roodbergen M, Robinson J, de Vlugt S,
Wijnhoven SWP, Beems RB, de la Fonteyne L, de With P, van der Pluijm I,
Niedernhofer LJ, Hasty P, Vijg J, Hoeijmakers JHJ, van Steeg H: Broad
segmental progeroid changes in short-lived Ercc1−/Δ7 mice.
Pathobiology of Aging & Age-related Diseases 2011, 1:7219. doi:10.3402/pba.
v1i0.7219.
Schermer et al. BMC Genomics 2013, 14:559 Page 12 of 12
http://www.biomedcentral.com/1471-2164/14/55914. Dollé MET, Busuttil RA, Garcia AM, Wijnhoven S, van Drunen E,
Niedernhofer LJ, van der Horst G, Hoeijmakers JHJ, van Steeg H, Vijg J:
Increased genomic instability is not a prerequisite for shortened lifespan
in DNA repair deficient mice. Mutat Res 2006, 596:22–35.
15. Selfridge J, Hsia KT, Redhead NJ, Melton DW: Correction of liver
dysfunction in DNA repair-deficient mice with an ERCC1 transgene.
Nucleic Acids Res 2001, 29:4541–4550.
16. Lawrence NJ, Sacco JJ, Brownstein DG, Gillingwater TH, Melton DW: A
neurological phenotype in mice with DNA repair gene Ercc1 deficiency.
DNA Repair (Amst) 2008, 7:281–291.
17. Weeda G, Donker I, de Wit J, Morreau H, Janssens R, Vissers CJ, Nigg A,
van Steeg H, Bootsma D, Hoeijmakers JH: Disruption of mouse ERCC1
results in a novel repair syndrome with growth failure, nuclear
abnormalities and senescence. Curr Biol 1997, 7:427–439.
18. Doig J, Anderson C, Lawrence NJ, Selfridge J, Brownstein DG, Melton DW:
Mice with skin-specific DNA repair gene (Ercc1) inactivation are
hypersensitive to ultraviolet irradiation-induced skin cancer and show
more rapid actinic progression. Oncogene 2006, 25:6229–6238.
19. Smoot ME, Ono K, Ruscheinski J, Wang P-L, Ideker T: Cytoscape 2.8: new
features for data integration and network visualization. Bioinformatics
2011, 27:431–432.
20. Letiembre M, Hao W, Liu Y, Walter S, Mihaljevic I, Rivest S, Hartmann T,
Fassbender K: Innate immune receptor expression in normal brain aging.
Neuroscience 2007, 146:248–254.
21. Naumova E, Ivanova M, Pawelec G: Immunogenetics of ageing.
Int J Immunogenet 2011, 38:373–381.
22. Yalcin AD, Gorczynski RM, Kahraman MS, Demirel MU, Terzioglu E: CD40,
CD45 CTLA-4 levels are elevated in healthy older adults. Clin Lab 2012,
58:449–456.
23. VanGuilder HD, Bixler GV, Brucklacher RM, Farley JA, Yan H, Warrington JP,
Sonntag WE, Freeman WM: Concurrent Hippocampal induction of MHC II
pathway components and glial activation with advanced aging is not
correlated with cognitive impairment. J Neuroinflammation 2011, 8:138.
24. Sanchez-Nino MD, Sanz AB, Ihalmo P, Lassila M, Holthofer H, Mezzano S,
Aros C, Groop P-H, Saleem MA, Mathieson PW, Langham R, Kretzler M,
Nair V, Lemley KV, Nelson RG, Mervaala E, Mattinzoli D, Rastaldi MP,
Ruiz-Ortega M, Martin-Ventura JL, Egido J, Ortiz A: The MIF receptor CD74
in diabetic podocyte injury. J Am Soc Nephrol 2009, 20:353–362.
25. McWhir J, Selfridge J, Harrison DJ, Squires S, Melton DW: Mice with DNA
repair gene (ERCC-1) deficiency have elevated levels of p53, liver nuclear
abnormalities and die before weaning. Nat Genet 1993, 5:217–224.
26. Niedernhofer LJ, Garinis GA, Raams A, Lalai AS, Robinson AR, Appeldoorn E,
Odijk H, Oostendorp R, Ahmad A, van Leeuwen W, Theil AF, Vermeulen W,
van der Horst GTJ, Meinecke P, Kleijer WJ, Vijg J, Jaspers NGJ, Hoeijmakers
JHJ: A new progeroid syndrome reveals that genotoxic stress suppresses
the somatotroph axis. Nature 2006, 444:1038–1043.
27. Jaspers NGJ, Raams A, Silengo MC, Wijgers N, Niedernhofer LJ, Robinson AR,
Giglia-Mari G, Hoogstraten D, Kleijer WJ, Hoeijmakers JHJ, Vermeulen W:
First reported patient with human ERCC1 deficiency has cerebro-oculo
-facio-skeletal syndrome with a mild defect in nucleotide excision repair
and severe developmental failure. Am J Hum Genet 2007, 80:457–466.
28. Wang J, Clauson CL, Robbins PD, Niedernhofer LJ, Wang Y: The oxidative
DNA lesions 8,5’-cyclopurines accumulate with aging in a tissue-specific
manner. Aging cell 2012, 11:714–716.
29. Preisser L, Houot L, Teillet L, Kortulewski T, Morel A, Tronik-Le Roux D,
Corman B: Gene expression in aging kidney and pituitary. Biogerontology
2004, 5:39–47.
30. Melk A, Mansfield ES, Hsieh S-C, Hernandez-Boussard T, Grimm P,
Rayner DC, Halloran PF, Sarwal MM: Transcriptional analysis of the
molecular basis of human kidney aging using cDNA microarray profiling.
Kidney Int 2005, 68:2667–2679.
31. Amador-Noguez D, Yagi K, Venable S, Darlington G: Gene expression
profile of long-lived Ames dwarf mice and little mice. Aging Cell 2004,
3:423–441.
32. Budovskaya YV, Wu K, Southworth LK, Jiang M, Tedesco P, Johnson TE,
Kim SK: An elt-3/elt-5/elt-6 GATA transcription circuit guides aging in C.
elegans. Cell 2008, 134:291–303.
33. Yang H, Fogo AB: Cell senescence in the aging kidney. J Am Soc Nephrol
2010, 21:1436–1439.
34. Chondrogianni N, Gonos ES: Proteasome function determines cellular
homeostasis and the rate of aging. Adv Exp Med Biol 2010, 694:38–46.35. De Magalhães JP, Curado J, Church GM: Meta-analysis of age-related gene
expression profiles identifies common signatures of aging. Bioinformatics
2009, 25:875–881.
36. Brink TC, Regenbrecht C, Demetrius L, Lehrach H, Adjaye J: Activation of
the immune response is a key feature of aging in mice. Biogerontology
2009, 10:721–734.
37. Sen K, Lindenmeyer MT, Gaspert A, Eichinger F, Neusser MA, Kretzler M,
Segerer S, Cohen CD: Periostin is induced in glomerular injury and
expressed de novo in interstitial renal fibrosis. Am J Pathol 2011,
179:1756–1767.
38. Kletsas D, Pratsinis H, Mariatos G, Zacharatos P, Gorgoulis VG: The
proinflammatory phenotype of senescent cells: the p53-mediated
ICAM-1 expression. Ann N Y Acad Sci 2004, 1019:330–332.
39. Nicklas W, Baneux P, Boot R, Decelle T, Deeny AA, Fumanelli M, Illgen-Wilcke
B: Recommendations for the health monitoring of rodent and rabbit
colonies in breeding and experimental units. Lab Anim 2002, 36:20–42.
40. Takemoto M, Asker N, Gerhardt H, Lundkvist A, Johansson BR, Saito Y,
Betsholtz C: A new method for large scale isolation of kidney glomeruli
from mice. Am J Pathol 2002, 161:799–805.
41. Lu C, Schwartzbauer G, Sperling MA, Devaskar SU, Thamotharan S,
Robbins PD, McTiernan CF, Liu JL, Jiang J, Frank SJ, Menon RK:
Demonstration of direct effects of growth hormone on neonatal
cardiomyocytes. J Biol Chem 2001, 276:22892–22900.
42. Irizarry RA, Hobbs B, Collin F, Beazer-Barclay YD, Antonellis KJ, Scherf U,
Speed TP: Exploration, normalization, and summaries of high density
oligonucleotide array probe level data. Biostatistics 2003, 4:249–264.
43. Huang DW, Sherman BT, Lempicki RA: Systematic and integrative analysis
of large gene lists using DAVID bioinformatics resources. Nat Protoc 2009,
4:44–57.
44. Supek F, Bošnjak M, Škunca N, Šmuc T: REVIGO summarizes and visualizes
long lists of gene ontology terms. PLoS ONE 2011, 6:e21800.
45. Cerami E, Demir E, Schultz N, Taylor BS, Sander C: Automated network
analysis identifies core pathways in glioblastoma. PLoS ONE 2010,
5:e8918.
doi:10.1186/1471-2164-14-559
Cite this article as: Schermer et al.: Transcriptional profiling reveals
progeroid Ercc1-/Δ mice as a model system for glomerular aging. BMC
Genomics 2013 14:559.Submit your next manuscript to BioMed Central
and take full advantage of: 
• Convenient online submission
• Thorough peer review
• No space constraints or color figure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at 
www.biomedcentral.com/submit
